SAT0187 SAFETY, PHARMACOKINETICS AND EFFICACY OF E6011, AN ANTI-FRACTALKINE MONOCLONAL ANTIBODY, IN A FIRST-IN-PATIENT PHASE 1/2 STUDY IN RHEUMATOID ARTHRITIS; ADDTIONAL DATA OF 400 MG COHORT
Methods: Active RA patients with inadequate response (IR) to MTX or TNF inhibitors (TNFi) were received 7 consecutive doses (subcutaneous) of E6011 at week 0, 1, 2 and thereafter every 2 weeks up to week 10. The safety, pharmacokinetics and efficacy up to week 12 were evaluated. Results: Twelve, 15 and 10 subjects were enrolled in the cohort of 100, 200 and 400 mg dosage, respectively, in total 37 subjects received repeated subcutaneous (SC) administrations of E6011. As a result, repeated dose of E6011 was found safe and well tolerated. The incidence of adverse event (AE), treatment-related AE and serious AE were 56.8%, 29.7% and 5.4%, respectively. AEs occurring in ≥2 subjects were nasopharyngitis, Injection site erythema, headache and oropharyngeal pain, among which there were no severe AEs, serious infections and deaths. No significant differences were observed in the incidence or severity of AEs across the cohorts. After starting multiple SC injection of E6011, serum E6011 concentration reached steady-state at week 2, and its level was maintained up to week 12 in all cohorts. Clinical outcome was also available in the study in which response rates of ACR20, 50 and 70 at week 12 calculated using the non-responder imputation (NRI) were 75.0%, 33.3%, 8.3% in 100 mg cohort, 66.7%, 20.0%, 13.3% in 200 mg cohort and 60.0%, 30.0%, 20.0% in 400 mg cohort, respectively. The percentage of patients categorized "good response" with the EULAR response criteria at week 12 (NRI) were 16.7% in 100 mg cohort, 20% in 200 mg cohort and 40% in 400 mg cohort. Conclusions: E6011 was safe and well tolerated, and the study demonstrated a promising efficacy of E6011 in active RA patients with MTX-or TNFi-IR. The results obtained suggest that a novel approach to target FKN/CX3CR1 interaction will be clinically beneficial for RA, and support to conduct phase 2 clinical trials in which the efficacy and safety should be confirmed in a placebo controled double-blind manner. , while more anti-CCP-than anti-CCP+ patients received hydroxychloroquine (31.8 vs 13.1%; p=0.0037). Only three anti-CCP+ and no anti-CCP-patients were treated with a bDMARD. Response to treatment was similar between the cohorts (p=0.2444); 22.9% of anti-CCP+ and 18.2% of anti-CCP-patients had a complete response to the first-line therapy, and 33.3% of anti-CCP+ and 25.0% of anti-CCP-patients had a partial response to the first-line therapy. Treatment change, however, significantly differed between the two cohorts (p=0.0058); 11.1 and 9.1% of patients discontinued, 9.8 and 9.1% of patients switched, and 3.9 and 9.1% of patients augmented in the anti-CCP+ and anti-CCP-cohorts, respectively. Treatment changes occurred approximately 3 months after treatment initiation 82.0 [49.7] days and anti-CCP-, 83.8 [52.7] days; p=0.9178). Conclusions: After diagnosis of RA, patients who are anti-CCP+ were more likely to start therapy, indicating that physicians were more aggressive in treating this cohort. Patients were treated according to guidelines with non-biologic DMARDs, predominantly MTX. Patterns of treatment change differed between the cohorts; however, treatment response was similar with a complete response rate of 20%. 
